(J2) rNTERNATIONAL AmJCATION PUBUSHEft WDER TIIE PAmNT COOPERAIION TftEATfc' (1>CT) 



(W) WoHd Inteltectaa} Property Orfaniscadon 

fniernatiooai Bureau 

(43) InteTOari^nal PobJicatioa Bate 

24 August ima (24M.2mm 




PCX 



(10) InterRati»na! PHblication Number 

WO 00/48583 A3 



(SI) iHieruatMinal Patent Ciassifitatiwj': A6IP 2S/fl6, (81) Designated State imdmudh AE, AL, AM, AT, AU. AZ, 



A61K 4S/06, 31/415 

(21) iutcrtistionalAppficatjouNuinSK*-: PCT/lJSDa/03S97 

(22) I»tema«OHal Filing Date: 16 Febjuao' 2000 ( ! 6.02.2000} 



(23) Fifing Langu4^ei 



(26) P«Wicatiftn Language: 



(30) Pmrity Data: 

09/233.:2:7S 



59 Febraajy 1999 (19.02,1999) US 



BA, BB, BC;,BR,BY, CA, CH, CN, CU, CZ, S)E, OK, EE, 
ES, R GB, GTX GE, GM. GM, HR, HU, TJ>, VL. IN, IS, IP. 
m KG, KE KR, KZ, LC, LK, IM, f..S, LT, LU, LV, MO. 
MG, MK, MM, MW, MX, NO, J'L, Ft; RO, RU, SO, 
SB, SG. SI. SK, SL, TJ, TM, TR. TT, UA, UG, UZ, VN, 
TC, 2A, ZW. 

(M) teipiatcd .States ('-egmtaih ARIPO psteta (GH, GM, 
KE I-S, ^ftV, SD, SL. SZ, TZ, UG, ZW), Emxiim pajcut 
(AM, AZ, BY, KG, K2, MI>. RU. TX, TM), European patent. 
CAT, BB, CM. CY, ,0E. D,K, ES, F!, FR. GB. OR, !E. !T, 1,U, 
MC ■SL, IT, ,'iE), OARI patent (BE BJ, CF, CG. CI. CM. 
OA, GN, GW, ML, MR, HE, SN, TD, JQX 



my Applitarrt; FOZEN INC. fUS/US); Suite 240, 6330 Pubiistieil: 



Qoadjrangie Drive, Cbapei Mili, NG 27514 (US). 



Willi hift^rmjtkmal search irport. 



(72) teve»t»r! PLACHETK^V, Joiaiv S.; 321 Stiver Creek (88) Date of p«blieat4tin of the international s«are& report: 



Trail, Chapel Hilt. NC 27.114 (US). 

; (74) Agent: S,4NZO, Michael, A.; Vimon & VMm L,L,R, 
i 23(» First City Towav lOOI Fsnsaiii, Hciu*toi!, TX 77002- 
! 6760 (US). 



7 Etetmsbei- 2000 

For iwi>ltitgi- aydes and t)!her ahbrm'tmiam. r(f0r m tfw- "£?(«Vf" 
aitce Noit^s m- Codfs and M'breviatkins " <tppearmg at ilic hegiti- 
mng ofmdi mguiar k.m€ ofitw PCT Gazette. 



^ 

(54) Titk: FORMtJLATjON Ol- .^-HT AGONI.SIS WITH N S AIDS, ES PEC!. ALLY CO.X-2 INHIBITORS, .FOR TREATING M5- 
Ifi GRALNE 
00 

(57) .'Vbstratt: Ttui ijr.ention corri£»iies a rnetiiocl f.>i' neafinsj migniine in a fiuaian comprising co-timeJj admifiistijnng of a ther- 
S Bpeutiuilly effei.tjve iitnoiuit of a S -HT ai;i>nisi toordiniated witii a thefaj>eutitali)' effective attiount of an NSA!L>. partituiai iy a 

iong-aciing NS.AID, antl pariieul;irly of lije tiasi of NS.AfDs iwiTif^d cyclooi.ygitmv.-^. Mhiiismi CCOX-2 iuhtfjiiofs) such ris f.<;if;- 
(^ coxib i.Cdebrex*). toiecoxih (Vio?.x'^>, meioxitstn, piroxicam, JTEo22, L -745. j?7. snd NS.<9S, .md in some i.ailance.s, liosu's betow 

thtise ordinariiy corl^i(le^ed as Hiiniaiiur. efiecii\« d(>;;«s a$ (o one iji- hodi .S- HT agonisi and long-a-cting NS.AID. Doaage forms ai-e 
)^ incUirfed herftin. 



INTERNATIONAL SEARCH REPORT 



InlerfiSterts! AfjpllcatSon Ho 

PCT/OS 00/03897 



C.(Coritinuatton) OOCUSSeWS COMSIDgRgB TO SB RELEVANT 



Catagcxy CiJaBcsn of documetit, wiBi aiefc-afiofikWi-iarB apptoprisSe, of tfie retevssfit passages 



ftslevant to claim Sto. 



yO 98 20870 A (?Oim IMC) 
22 May 1998 {1998-05-22) 

page 12, line 10-18; claiffls 5-7,20-28 
page 19, line 8 -page 23, line 19 
page 23, line 20 -page 24, line 5 

PAVEL AND 8ALUCH: "FortJiul ati 00 of 
Antimigraine Mixtures" 
STfj HCA,XX,XX, 
vol. 8, m. 121, 

22 August 1994 (1994~08"22), XF002078672 
the whole docufflent 

HAAS: "Ko!!!b1ana1gst1ka in der 

Kopf schcserztherapt 8" 

DEUTSCHE APOTHEKER 2EITyflG,DE, DEOTSCHER 

Ai>OTHEK£R ZEITUNG, STUTTSART, 

vol. 4, no. 138, 

22 January 1998 (1998-01-22). pages 43-48, 
XP002079370 

ISSN: 0011-9857 
table 1 

m 2 135 884 A (SAN&02 LTD) 
12 September 1984 (1984-09-12) 

claims 1,15-18 

OE 195 42 281 A (80EH8INGER INSEIHEW KS) 
15 !iay 1997 {1997-05-15) 
claims 5,6,8 

WO 97 38986 A (SEA8LE & CO) 

23 October 1997 (1997-10-23) 
page 5, line 7-9 

page 4, line 22-26 



1,2, 

21-23, 

29-33 



1,5,21. 

22.29, 

31,32 



2,33,35 

1,5,21. 
22 



1,5,21, 
22,29, 
31.32 
2,33,35 

1,2 



1,2 



2 of 2 



ttiteffiaitiojiat Appifcatioo Mo. PCTiJS 00 (03897 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 



Present claims 1-23 and 25-38 relate to methods and compositions 
involving compoonds defined by reference to desirable characteristics or 
properties, naaely agonism of the S~HT receptor, analgesic activity, 
antl-lnflaflsnatory activity, Ifihibitlon of COX -2, and establishing certain 
peak blood- or blood pUsma levels of an (onspecif led) compound , 
The claims cover all compounds having these characteristics or 
properties, whereas the application provides support within the trteaning 
of Article 6 PCT and/or disclosure within the fneanlng of Article 5 PCT _ 
for only a very limited number of such compounds. In the present case, 
the claims so lack support, and the application so lacks disclosure, that 
a meaningful search over the whole of the claimed scope is impossible. 
Independent of the above reasoning, the claiffls also lack clarity (Article 
6 PCT). A cofflpound cannot be sufficiently defined fay its mechanise of 
action and/or its phanisacological profile. Again, this lack of clarity in 
the present case is mch as to render a meaningful search over the whole 
of the claimed scope Impossible, 

Furtherfflore, the claims relate to an extrefssely large number of possible 
compositions and methods by seans of the above expressions, as well as 
terms like "sub-MED afnounts", "long-acting", "co-timely", and "about". 
The term "non-flon Steroidal Anti inflammatory Dryg" Is confusing, as It 
should be taken to mean "Steroidal AID", which would render claims 31 and 
32, and page 2, lines 30-31 of the description, contradictory. This term 
was read as "non-steroidal, non-opiate anti-lnflamrRatory drug possibly 
not listed as antl-infUffimatory" , 

The term "sub-MED amounts" (claims 26-28) 1s not sufficiently defined on 
page 7, lines 26-31, especially in view of the definition of 
"therapeutically effective amount" (page 9, under "B") which Is used in 
Independent claim 1, upon which claims 26-28 depend. Besides, page 7 does 
not define "sub-MED" amounts for all possible 5-HT agonists and (non-) 
hiSAID analgesics. 

The term "long-acting" (claim 35), although defined for some NSAIDs on 
page 8, under "A", does not specify the meaning of this term in relation 
to COX-2 inhibitors In general and in relation to celecoxib in 
particular. 

The term "co-timely" (claims 29,33) 1s not sufficiently defined on page 
15, under "C , lines 9-10, 

Due to the above, a lack of clarity (and/or conciseness) within the 
meaning of Article 6 PCT arises to such an extent as to render a 
meaningful search of the complete scope of the claims impossible. 

Finally, the scope of claim 20 is not readily identifiable because of the 
wording; "less than about from about...". 



Consequently, the search has been carried out for those parts of the 
claims which appear to be clear, concise, supported and disclosed, namely 
those parts relating to the specific compounds, compositions and methods 
referred to In present claims 3-20, 22-24, 30-32, 34 and 36-40, and 
disclosed In the examples, with due regard to the description and to the 
general idea underlying the application. 
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FURTHER INFORMATION CONTINUED FROM PCT/!SA/ 2|(j 



Claims 24, 39 and 40 have been coijtpletely searched. 

The applicant's attention Is drawn to the fact that clairas, or parts of 
claims, relating to inventions in respect of which no international 
search report has been establishsd need not be the subject of an 
international prellRjinary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Exasilnlng Authority is normally not to carry out a 
preliminary exafiil nation on matter which has not been searched. This Is 
the case irrespective of whether or not the claisBS are amended following 
receipt of the search report or during any Chapter 11 procedure. 
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